Cisplatin-induced changes on cytochrome P-450, lipid peroxidation and some P-450 related specific catalytic activities in rat liver.
This study investigates the effects of three successive cisplatin administrations to rats on liver cytochrome P-450 and some related specific catalytic activities. Additionally, because glutathione and its related enzymatic system are significantly involved in cellular detoxification process, we examined the effects of cisplatin on lipid peroxidation, glutathione levels, glutathione reductase and peroxidase activities. Cisplatin induced a decrease of cytochrome P-450, glutathione-S-transferase and some cytochrome P-450 related specific catalytic activities among which aminopyrine demethylase and benzo(a)pyrene hydroxylase activities are representative of cytochrome P-450b and P-450h isoforms. Furthermore, cisplatin-induced N-glucuronyl transferase and lipid peroxidation which might participate, at least in part, in cisplatin-induced hepatotoxicity. The ability of cisplatin to cause alterations in the activity of other enzymes than those of cytochrome P-450 system suggests that cisplatin induces toxic effects in an unspecific manner.